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Nuclear Substudy Il Getting Underway

Computer-guided visual scoring

Nuclear Substudy 11 (NSI1) is designed to look at the short-term effects of
medical and interventional therapy on ischemic burden as determined by myocardial
perfusion SPECT imaging.

Inclusion Criteria: Patients must have moderate to severe ischemia measured

as asummed difference score [SDS] of > 5 on the baseline stress nuclear scan to be eli-

gible for enrollment in NSI. Prior to entry into NSII, the extent of ischemia and the
technical adequacy of the baseline study are subject to verification by the Cedars Sinai core laboratory.
Medications During SPECT: At pre-randomization it is preferred that patients be off all anti-ischemic medi-

cations during their SPECT scan so that the extent and severity of the ischemia shown will be maximized, increasing
the chancesthat the patient will have the required amount of ischemia to meet the eligibility requirementsfor NSII.
Prior tothe basdine SPECT, a patient should be off calcium channel blockersfor at least 24 hours and off long-acting
nitrates for at leas six hours. If clinically feasible, al betablockers should be discontinued at least 48 hours prior to the
baseline SPECT. Prior to the follow-up SPECT, apatient should not be taken off their medications. Since the goal of
this substudy isto determine whether intensive medical therapy reduces the amount of ischemia, patients should continue
their usual medication regime prior to the follow-up SPECT.

Timing of Follow-Up SPECT: The follow-up SPECT should be 60-120 days following the date of the initial

treatment (PCI or start of new intensive medical therapy). Thistime period is long enough to minimize residual ischemic
defects that can be seen early post-angioplasty and to allow improvement in endothelia function (and probably myocar -
dia perfusion) after initiation of intensive medica therapy. In addition, this time period should be short enough to mini-
mize patient dropout from NS dueto clinical events prior to the follow-up SPECT scan.

Patients with Wor sening Symptoms Prior to the 60 to 120-day Follow-Up Period: If apatient has severe

symptoms that warrant subsequent intervention, we encourage the investigator to attempt to stabilize the patient and per-
form a SPECT scan prior to intervention, if clinically safe. Our goa isto include such a patient in NS| even though the
SPECT scan is performed prior to the 60 to 120-day follow-up window.

Tc-99m Sestamibi and Adenosine: Tc-99m sestamibi (Cardiolite) and adenosine (Adenoscan) will be provided

for the substudy at no charge.
IRB/Ethics Approval: Because NS | involves a procedure (follow-up SPECT) that is not dinically indicated

and not described in the main trial protocol, this substudy requires its own |RB/Ethics Committee approval, independent
of the IRB/Ethics Committee approval for the main COURAGE Trid. In addition, your institution may require a radia-
tion safety approval since this protocol includes radioactive imaging agents. For more information, please call Kate Han-
son (ph: 404-727-9235, or email: kjhanso@sph.emory.edu) at Emory or Tara Gurtler (ph: 310-423-4387) at Cedars-Sinai.

We can provide you with a protocol, atemplate informed consent and other information.
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